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\ No US Tolerance ' 
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Assumptions: 

Americans do not 
consume Over/kidney 
rf they consume 
muscle. 

Edible Tissue Selection: 

Select edible tissue 
with longest residue 
depletion time and 
rfs species specific. 
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Obtain AD F 



] 



Adjust to AD us 
with Appropriate 
Safety Facias 




From FDA or Other y 
US Regulatory 

EPA. ATSDR 



-►I Obtain API 



us 



Partition ADi 



us 



Subtract 
Bound Residues 
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•100% AO Muscle (eg. fish, rabbits) 
•100% ADI Longest Depletion Tissue 
•50% Edible Tissue + 1 00% Milk or Eggs 
•100% Milk a Eggs 

•AO _ Total API 

Tissues Number of Tissues and Milk/Eggs 
•50 - 80% Edible Tissue + 50% Milk a 20% Eggs 
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Calculate 
PARs as fa 
US Safe 

Ccincenfration 
ie. Target 

Tissue Based 




AD 



Edible Tissue 



Ttssue Consumption 

Muscle = 0.3 kg 
Liver = 0.1 kg 
Kidney = 0.05 kg 
Fat = 0.05 kg 



or 



ADI 



Eggs 



0.1 kg 



or 



ADI 



rvBc 



1.5 kg 



PARs 
Target Tissue 



■7 



36** 



PARs 


— H 


Eggs 






wa 

Estimates 



PARs Tssue x Consumption = Total API ^ | 
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If Greater Than AD us ' 




Potential 


eg. 100% ADI Milk + 50% Tissue 




Health Risk 



FIG 3 



WITHDRAWAL INTERVAL EStRwOR - A 



bo. ~\ 



Assume HLM = 5 



Use Tol. if Label in U.S. 
Use MRL if Label is Foreign 



Use Tol. if Label in U.S. 

Use PAT if not approved in U.S. 



Adjusted Dose - 



so i a, 
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WITHDRAWAL INTERVAL E 



Slf/IATO 



R-B 
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Assume ETH = ERH 



Use Tol. if Label in U.S. 
Use MRL if Label is Foreign 



Adjust C* fa Extratabel Dose 



Use Tol. if Label in U.S. 

Use PAT if not approved in U.S. 



Adjusted DoseT 6 ^ 



Obtain C T and ETH from 
Kinetic/Regulatory Data 



Obtain WDT from Label Data 




FIG 6B 



WITHDRAWAL INTERVAL MODIFIER - C 




(fen 
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Interspecies 
Extrapolations 



01 




Obtain Albmelric 
Equation fa HLives 
from Allomelry Module 



•A — 




Adjust ERH by 
Albmetric Coefficients 



Subroutines A or B 




Disease/Physblogy 
Modulation 



4- 





R HUfe <_1 



tf3 

R HUfe > 1 




CF = 1| 


CF = R HUfe | 
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ERH (corrected) = ERH X CF 

Assume HLife Changes 
Reflect 50% Vd and 50% CL 



Use ERH (corrected) in 

WDI Equation in 
Subroutines A a B 



FIG6C 
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WITHDRAWAL INTERVAL ESTIMATOR - D 




Adjusted Dose 



Use Stochastic 
Model if Kinetics 
are Nonlinear or 
Multi<amx3rlmental 



soi 



Field Data 




• RVIS 




TRIMS 




olher 






Simultaneously Fit Model 
using Parametric Fbpulation 
PK Program by defining ETH 
in terms of Variance Structure 



Adjust fa Disease Modifications 




FIG 6D 




Time (days) 

Power Function Analysis 



FIG6E 



